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DETAILED ACTION 

1. The amendment filed 1/3/2007 is acknowledged. Claims 2 and 30 were canceled. 
Claims 40-48 were added. 

Claims 1, 3, 24 and 31-48 are pending and examined on the merits. 

Claim Rejections Withdrawn: 

Claim Rejections - 35 USC§112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

2. The rejection of claims 1-3, 24 and 30-39 under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention is withdrawn in view of the amendment. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed ■ 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 



Application/Control Number: 10/661,881 
Art Unit: 1643 



Page 3 



3. The rejection of claims 1 and 30 under 35 U.S.C. 102(e) as being anticipated by Greene 
(U.S. 6,417,168; issued Jul. 9, 2002; effective filing date Mar. 4, 1998) is withdrawn in view of 
the amendment to the claims. 



4. The rejection of claims 1 and 30 are rejected under 35 U.S.C. 102(e) as being anticipated 
by Arnold (U.S. 5,736,534; issued April 7, 1998; effective filing date July, 29, 1996; cited in the 
IDS) is withdrawn in view of the amendment to the claims. 



Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 
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This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

5. The rejection of dlaims 1-3, 24, and 31-39 under 35 U.S.C. 103(a) as being unpatentable 
over Saleh (Saleh, M. et al.. Proceedings of the American association for Cancer Research, 37: 
612, Abstract #4197, 1996, March; cited in the IDS) in view Goldstein (Goldstein, N.I. et al, 
Clinical Cancer Research, 1 : 1311-1318, 1995) is withdrawn in view of the amendment to the 
claims. 

Claim Rejections Maintained and New Grounds of Rejection: 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth, the best mode 
contemplated by the inventor of carrying out his invention. 

< 

6. Claims 1, 3, 24, 31-48 are/remain rejected under 35 U.S.C. 1 12, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter that 
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was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. The basis for this rejection is that the claims have been amended to include 
methods where a broad genus of "non-radiolabeled biological molecule inhibitor" that is a 
fragment of a monoclonal antibody that binds to EGFR that comprises a hypervariable region 
thereof. 

Claim 1 and dependent claims 3, 24, 31-48 include within their scope claims to methods 
comprising treating a human patient with an effective amount of a combination of radiation and a 
non-radiolabeled biological molecule inhibitor of EGFR/Her-2, wherein the biological molecule 
inhibitor is a fragment of an antibody that binds to EGFR, where the fragment comprises a 
hypervariable region of the antibody. Claims 3, 24 and 31-48 refer to use of the antibodies, but 
because none of the dependent claims contain a limitation excluding the fragments recited in 
claim 1, these claims include within their scope methods comprising the administration of 
antibody fragments comprising a hypervariable region. The term "hypervariable region" is not a 
term of the art. However, the specification appears to define "hypervariable regions" as CDR 
regions (see page 15, line 1 1). Therefore, the phrase "a hypervariable region" may reasonably be 
interpreted to be the equivalent of a CDR region. The specification also provides the structures 
of the individual hypervariable regions of the C225 anti-EGFR antibody, but does not 
demonstrate that any of these regions binds to EGFR when it is out of the context of the antibody 
framework. It is well established in the art that the formation of an intact antigen-binding site 
generally requires the association of the complete heavy and light chain variable regions of a 
given antibody, each of which heavy and light chain variable regions consists of three CDRs that 
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provide the majority of the contact residues for the binding of the antibody to its target epitope. 
The amino acid sequences and conformations of each of the heavy and light chain CDRs are 
critical in maintaining the antigen binding specificity and affinity that is characteristic of a given 
antibody. It is expected that all of the heavy and light chain CDRs in their proper order and in 
the context of framework sequences, which maintain the required conformation of the CDRs, are 
required in order to produce a protein having antigen-binding function; and further, that proper 
association of heavy and light chain variable regions is required in order to form functional 
antigen binding sites. Even minor changes in the amino acid sequences of the heavy and light 
chain variable regions, particularly in the CDRs, may dramatically affect antigen-binding 
function as evidenced by Rudikoff (Proc. Natl. Acad. Sci. USA, 79: 1979, 1982). Rudikoff 
teaches that the alteration of a single amino acid in the CDR of a phosphocholine-binding 
myeloma protein resulted in the loss of antigen-binding function. It is unlikely that the antibody 
fragments defined by the claims will bind to EGFR. 

Vas-Cath Inc. v. Mahurkar , 19 USPQ2d 111, makes clear that "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was 
in possession of the invention. The invention is for purposes of the 'written description' inquiry, 
''whatever is now claimed" (see page 1117). In the present case, the specification does not 
"clearly allow persons of ordinary skill in the art to recognize that [he or she] invented what is 
now claimed." (See Vas-Cath at page 1116.) 

The claims are broadly drawn to methods comprising the use of any antibody that binds 
to EGFR and to the use of antibody fragments comprising as little as a single CDR from the 
antibody that binds to EGFR. In contrast the specification provides examples that are limited to 
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demonstrating the effects of one anti-EGFR antibody, the C225 antibody. The specification also 
provides the structures of the CDR regions of the C225 antibody, but these structures are not 
representative of the full range of structures encompassed by the phrase "a fragment that 
comprises a hypervariable region" because the hypervariable region of the claimed methods may 
be from any anti-EGFR antibody. Furthermore, while the specification clearly demonstrates that 
the C225 antibody is effective in the treatment of human patients having cancer, the specification 
does not disclose any examples of antibody fragments that are as small as one CDR region that 
have the requisite binding specificity and also the anti-tumor effects of the C225 antibody. Thus, 
the specification has not disclosed even one species that might possibly be considered 
representative of the broad genus of antibody fragments comprising a single CDR region that 
also bind to EGFR. 

For a claim drawn to a genus, the written description requirement may be satisfied 
through sufficient description of a representative number of species by actual reduction to 
practice or by disclosure of relevant, identifying characteristics, i.e. structure or other physical 
and/or chemical properties, by functional characteristics coupled with a known or disclosed 
correlation between function and structure, or by a combination of such identifying 
characteristics, sufficient to show the appHcant was in possession of the claimed genus. A 
"representative number of species" means that the species, which are adequately described, are 
representative of the entire genus. Thus, when there is substantial variation within the genus, one 
must describe a sufficient variety of species to reflect the variation within the genus (see Official 
Gazette 1241 OG 174, January 30, 2001). In the instant case, there does appear to be a 
substantial variation in the broad genus of antibody fragments that comprise one CDR where the 



Application/Control Number: 10/661,881 Page 8 

Art Unit: 1643 

antibody fragment is taken from an anti-EGFR antibody, because the individual CDR regions 
even within one antibody vary greatly in amino acid structure (see specification pages 15-16) and 
because the claims are broadly drawn to methods comprising the use of any anti-EGFR antibody 
and fragments thereof. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re LongU 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogeh All F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

Claims 1,3, 24 and 31-48 remain provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-10 of copending 
Application No. 1 1/206,825. Although the conflicting claims are not identical, they are not 
patentably distinct from each other because the claims of copending 1 1/206,825 anticipate the 
claims of the instant case. The claims of the copending application are drawn to methods of 
inhibiting tumor growth comprising administering antibodies that bind to EGFR, at least one 
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chemotherapeutic agent and radiation therapy. Thus, these claims are a species of the claims of 
the instant application. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Applicants' remarks concerning the provisional double-patenting rejection are 
acknowledged. The rejection is maintained for the reasons of record. 

Conclusion 

No claim is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated fi-om the maiUng date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS fi-om the date of this 
final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Anne HoUeran, whose telephone number is (571) 272-0833. The 
examiner can normally be reached on Monday through Friday from 9:30 am to 5:00 pm. If 
attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Larry 
Helms, can be reached on (571) 272-0832. Any inquiry of a general nature or relating to the 
status of this appHcation or proceeding should be directed to the Group receptionist whose 
telephone number is (571) 272-1600. 

Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. The faxing of such papers must conform to the notice published in the Official 
Gazette, 1096 OG 30 (November 15, 1989). The Official Fax number for Group 1600 is (571) 
273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov . Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll free). 

Anne L. Holleran y 



Patent Examiner 
March 19, 2007 
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